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Ili^^l] CmjiV^^-()V7. (HCV) cORNAlC^LTie^J#^fifjtC 

Ilt^S 3 ] H C V<;0 R N AOS'^^IRMitOge^lj t /N-r r i5^-f Xi-^ 

o 

[0^^ 6 ] II:g;6n9~23bpT-^^, 1 tc|B<fe(^^ i; rf V .-K 3? 
'jm^i^U:^^ Yo 

\m^-^ 1 0 J mim. 1-7 tcfsmo;*- >; a-y ^yL^va^^ Y^fz\i.^-f 
[0 0 0 1] 
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C V - R N A mS-a- ^ -ii: -C H C V C9 * MWi- ^ M -r -i, o 
[0 0 0 2] 

CMfFi^-^-r;!-;^ ThcvJ {i> llrMif^o^A^^BMjrFi^t<7)± 

$ tt. 31fe"e(i^jfiimo H C V^g^fi (5 1 A ^11^6 ^ iii-j: \^^m5i o T ^ „ 
t L 5& ^ . -ffir^i+i O H C V^^#^{i^AP 'fc :fe J; ^ t $ ttT v> ^ 

o 

[0 0 0 31 

iT7>';^(RNAi)i:IIf{^tL. -:*:0RNA(dsRNA)=Jr«HJ!ai*Ilc#Atfc^tr, ^ 
<7>RNA@S^JlC^jSt-'2>aflai*I<7)niRNA;e)-^#Ma^tC^^5|$tL, M^^t LT|&31$ 

[0 0 0 4] 

[^^#fi^:S:mi] 

yr^T (Fire A) h r^-ff=-^- (Nature) J .(l£H) 1998^ 391 
# p. 806-811 

[0 0 0 5] 
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#^2 0 0 3-0 1 6 7 5 0 ^-i^ 

[0 0 0 6 J 

CMttWi^eoy^^^tcov^Tti. 4y^~-y:^uy (IFN) mm^JZ:<m 

[0 0 0 7] 

[0 0 0 8] 

[liS^S$fet- ^ :^cie><^^^] 

[0 0 0 9] 

't^j:i^%:^^mii. mro (1) ~ (10) ^^-r^o 

(1) cMfFife-i^^;!/;^ (Hcv) oRNAKHLxm^mmmzm^i-^^ 

y m; jK^? ^jr ^^^^ K$7t«^^^ K^^o 

(3) iicv(7)Ri:iA(D5'0mmmm<Dmmt^^-(yv ^^^^i-^cttrmm. 

(5) -2^iIRNAT'^^ (1) tC|B^O:t';=i*U'i^*p?i5'l^:t^Kt7tii^t7' 
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(6) m^m9-23hpX-^:h. (1) izUm<D^^)=fV^^^Uyi-f-Vtfzit 

(7) @e^j#-^2 0-3 4 izm-t^ ^ut^ v^m^m-t^tv ^ u 

(8) (1) - (7) Ktm(D:^V=fV:^Ji^U^^h^t:^Mi-^^^i^~-o 

(9) (1) - (7) =r^)yi-;^^ u^^h^^L<ii^y^h*i^m. 

> tfzii (8) ''^mm<7)-<^ ^-^r^^m^ft^CMM-^^mMo 

(10) (1) - (7) iCffi^O^tVa'VjK^i^^^a-^K^fcfi^T^-^K:^^ 
^SrHCV-RNAtw^-^^-lirT. HCV (D^mm * IfiWf ^ ^feo 

[0 0 10] 

<^mm^m^t:^isi>(Di>^^ir;bo ^mmotV^RNAit. HCV-RNA 
lCi2^|J##a«,lC^^Brfg^;e-'; ^RNAT'^:h.f^ff^lC$IJRl$tL:^V^:d^ HC V<D 
m^tg«:ga#-t^:^';rrRNAT'^^i<>:;&s0ttv^o HCV-RNA 

oie^jt>{fiM6^=s?ie^ij^^i-^:^-i;r7*RNA. ncY-Ri^Aommtmm^^j: 

@B^J^;^v^lsi-'^^^t-@e^j^;t1-'i>:t';rrRNA. hc v-RNA<^ae^j^;t 

i->g>RNA^:;^hU>>^:n>h ;&^#y-e^N^ XnTtg^^ ^ >; rTR N A^ 

RNA<^«it^<l:5rfeiLmi^=&PJL#i-^^:#Af,tLTV>^o tfz. :^^miz 
*5V^T. HCV-RNAOiB^Ji:t4, HCVO>^yARNA (-11) COS^J, 
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[0 0 11] 

m -C^^o Mmmmom-mt. KarlinandAltschuU'J:^T;V:i'VXABLA 
ST(Proc. Natl. Acad. Sci. USA 90:5873-5877. 1993)^tc J; o T^^f C <fc 

J&^'WI&$tLTV^^(Altschul et al. J. Mol. Biol. 215:403-410, 1990)o BLAST 
tc*cfv>TBUSTNtc J; o T:^«|H^J'^^;^-r^Jt^(CJi. />? v - ^ -(±7t .h x. 
J^score = 100. vordlength = 12t1-^o BLASTtC^o^^TBLASTXtC J: ^ 

rr^ymnm^m^t:h^^iZi±. ^^•9^-^-(i7-^:x.{^score = 50. word 
length = 3ti-^o BLAST^Gapped BLAST^n^^^ A 

^^"C^ a (http ://www. ncbi . nlm. nih. gov. ) o 
10 0 1 2] 

^-Z^3>im (Sambrook.J et al.. Molecular Cloning 2nd e 
d., 9.47-9.58, Cold Spring Harbor Lab. press, 1989. ^ t^) itMM^K2:< 

^•^'-i^3y=i0:<Dmmz^^.^X42V. 5XSSC. 0. 1%SDS(7)^#T^ J) , 0tL< 
{i50t:. 5XSSC . 0.1%SDS<7)^#T-^J), $ f> t L < {i65t:. 0.1XSSC:S: 

c^o.i%sDso^f^t-^^, iiu /^^•7*';^^^f-v^>o;^^v>v:c^v- 
i£ ^Mwm^m±msii-:h ^ t xmm(Dy^ hv> >i^- ^mm-^ ^t-h^ 

[0 0 13] 
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#M2 0 0 3-0 1 6 7 5 0 ^^z; 

10 0 14] 

^l&§g<^;i-'; rfRNAfi, HC V-RNA^OiB^J#^6<j$t^tg:S,;^LTV>tt 

5~1000m* (-mM<7:)m^iZit^ 5~1000bp) -e*l9. ^tL<{ilO~100 
urn i~:^mom^Kii^ 10~100bp) V^y), ^f>tC0t L<(il5~25:^S ( 
-:^m(Dm'kiZii, 15~25bp) L <«19~23:^^ (ZimM<Di§ 

^iZli^ 19-'23bp) -C*>^o ^l&5^{^*5V^T$f^ Lv^^'; rr'RNAfi. @B^iJ#^ 
2 0-3 4lI:^-t3?i>^:tf-K@B^J^.:t-r'5>:tV3*V'-K^^l-;t5^K-e^fr), # 

s Lv^ ^, CD i: Lxmm^ 2 0-2 5 ti^f^ v:^^ vmmtr^-t^ ^ V 

[0 0 15] 

^CY itmzAo^^v^^v<D^^mmMm {^'^^mmmm) . ^^9400^^^^;^ 
^^^t^mmmm iz-wmmmm -em^^tLTv^^, ^^m(D^v^^R'^Aii^^ 

Co 0 1 6J 

(Internal Ribosomal Entry Site : IRES) ^Xf-A)l^-^^^^-f-;^^y-2^ 

#<0#^^^^^^(Kato. N. et al., Proc. Natl. Acad. Sci. USA.. 87. 9524- 
9528. (1990). Proc. Natl. Acad. Sci. USA.. 88. 2451-2455. (1991). J. Vio 
1., 65. 1105-1113, (1991). J. Gen. Viol.. 72. 2697-2704, (1991). Virolo 



miE#2 004-3013673 



#li 2003-016750 ^- v 

gy. 188. 331-341. (1992). Tsukiyama. Kohara. et al.. J. Virol. . 66. 1476 
-1483, (1992)> Honda Masao. et al.. J.Virol. . 73. 1165-1174. (1999). Hon 
da Masao et al.. RNA. 2(10). 955-968. (1996). Sasano T. et al.. Genome I 
nf. Ser., 9. 395-396, (1998). Ito T et al.. J. Virol.. 72. 8789-8796. (l 
998). KamoshitaN et al.. Virology.. 233. 9-18. (1997). 3&if)o miRV^ 

02 ic. Hcv mi(D5'^mmmmRm'^mmmmzisi^^~'^^tj:-:^i^i&:^ 

[0 0 17] 

(DmtLXii. mx.i^. HCJ6. HCJ8. HCV-1. HCV-BK. HCV-J. JCHl. JCH3. JFHl 
. R24. R6. S14J. PH77J6S (GenBank Accession no. AF177039) . HCJ6CH. 2bji 
B030907^ t:^m^f(b fi^o ^<DXd ^j:MU^m<Dm^j:^mWl,<D HCV-RNAtC 

•t^mmx-^^ho ^oid^fi^fi. iomm}ik±<D^^^mLx\,^;h^ti!>mt 

t<. ^^>tC0tL<(±15:^Sm±. mz»tL<ii2omm&.±<DM^t:m-t^ 

o ClCt-. m^<DUCYtit^ M't. 3m«m±^HCV. $jfSL<{i5amm_h 

> mziii-tL<mommiik±<oHcvo^t^v^do 

[0 0 181 
[0 0 19] 

^l&59tCi5V^T{i:. :t :3'RNAc9^:bJ5 tr^yf^ K;^^ (PNA) ^i^^M 
V^T^yiv^o PNAti^li^tcJ: <^t,tL7t^#T-^l? (Nielsen Peter E., Met 
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hods in Molecular Biology. 208. 3-26, (2002). Braasch Dwaine A et aL, 

Biochemistry. 41(14). 4503-4510. (2002). Koppelhus Uffe et al.. Antisen 

se Drug Technology. 359-374. (2001). Nielsen Peter E. . Methods in Enzym 

ology, 340, 329-340. (2001)). ±tfi^ V r^^R N A t |Sl>|tic. mmm^iZRC 

V - R N A tl^-g- Uf-S) ^)<^) i^MJit-e § ^ o 
[0 0 2 0] 

[0 0 2 1] 

^^<h;6^nrifg-e^^o m^\t^ Nature Biotech (2002) 19. 497-500 icfB^^ti, 
fz i> (Om(D^m<D-<^ 9 - \Zif.^^(Ov!r ::/R N A ^ n - K-f^itfei^^^Xf 

tic J; ^Jm&h^himmx^-^^ 

[0 0 2 2] 

O H C V KnVS-t^ :t rfi; if^^^v^f- Y^fz\t^^^ K^m^Jittl-^S ^ h 
[0 0 2 3] 

. 'SmKi^^^x. mm. mwm. mm^mu ^mm. mmm. mmitm 
^^j. ^.m\ti}^. ^h\zm^mm\}i-^h^tifix^-ho ^^h\t%mz\^fz 

[0 0 2 4] 
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[0 0 2 51 
[0 0 2 6] 

[0 0 2 7] 

llI3t3HCV<59^SI^-e*^HCV-l (GenBank Accession no. M62321) . HCV-BK ( 
Accession no. M58335) . HCV-J (Accession no. D90208) . R6 (Accession no. 
AY045702) . R24. S14J. HCJ6. JJHl (Accession no. AB047639) . JCHl (Acce 
ssion no. AB047640) . JCH3 (Accession no. AB047642) . HCJ8 (Accession no 

. D10988) <7>mim'm<o$^mmMm-^-hr^rmm<D5oommz'D\.>x(DcmAmm 
<ti>i om(Dm<DmyKis\^^xm-m^9 5%m±'Cib^^^^-^. ^<Dm^ 

^m^t LTiS^J#^S<jtc^-^U#^siRNAiSr^m-LfCo 
[0 0 2 8] 

nmiiZ, mSiz^LfzpUnjeS (Accession no. AF177039) . R6. R24L> R24S 
> HCJ6CH (Accession no. AF177036) , JFHU JCHK 2bjffi030907 (Accession n 
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o. AB030907) omu^h. mm^s'nm¥mmmm=.'D\^^x-7)v^'f}iyr7 4 

[0 0 2 9] 

[0 0 3 01 

^ife^^l 1 <^*§:i:l'^'^'v*r. BfitK^HCV^^^y AtC^L-C21nt<^S$t?siRNAO 
@B^J=£r^thL. Silencer siRNA Construction Kit (Ambion cat. no. 1620)07' 

D h rr-;i/tct^v^. 3' ■^■^\zn-:ru^- -U¥\^^t^^') -^^^ ^-^^ 

^'f X$-fr. ■^<0^1enow^^t::T22^IIDNAi: LXT7':fu^- ^ 

KtLfz^^. ?^:j?i-^i:z^iI<D2;^ffi*^^RNasetCj: l)-^ifL. siRNA^fPJjS: L/io 
^^fitJic-^^^ tt/il5~30;« g/reactionOsiRNA=SrRNase freeOTKl-TlO/z MtCp 
12% T^V;VT^ K'5r';Hi^^S6tCT2m^OZ::*:mRNA^Iim^. ^ffl 

^i-e-so-cicf^^b/io 

[0 0 3 1] 

WM arrPRsion no. AY045702) tt»<^^ ^ K#-^=l:#-l^T^-f-o 
1) 5'-UTR =^^116^^1-^ siRNA 

Rl-siRNA; 5'-GGAACUACUGUCUUCACGCAG-3' (21) (@B5^iJ#-^ 2 0 . 53-73nt) 

R2-siRNA; 5' -GCCAUAGUGGUCUGCGGAACC-3* (21) (ia^J##2 1. 139-159nt) 

R3-siRNA; 5' -AGGCCUUGOGGUACUGCCUGAU-3' (22) (Se^j#-§'2 2s 278-299nt) 

R5-siRNA; 5'-GUCUCGUAGACCGUGCAUCA-3'(20) (@B^ll#^2 3 . 325-344nt) 

R6-siRNA; 5'-GCGAAAGGCC-TTGTGG-TACTG-3' (21) (Ifi^!i#-t2 4 . 273-293nt) 
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R7-siRNA; 5'-GTCTCGTAGACCGTGCACa-3'(20) (ie2^J#-t2 5> 325-344nt) 
R5L-siRNA; 5' -GUCUCGUAGACCGUGCAUCAT-3' (21) (ie^J#^2 6. 325-345nt) 
Rlmut-siRNA; 5'-GGAACUACUGUCUUCACGCAG-3' (21) (mm^2 7. 53-73nt) 
R2mut-siRNA; 5'-GCCAUAGUGGUCUGCGGAACC-3' (21) (a2^i|#-^2 8> 139-159nt) 
R3mut-siRNA; 5' -AGGCCUUGUGGUACUGCCUGAU-3* (22) (@B^J#-^2 9^ 278-299nt) 
R5mut-siRNA; 5*-GUCUCGUAGACCGUGCAUCA-3' (20) (ie^J#-f-3 0 . 325-344nt) 
R6mut-siRNA; 5'-GCGAAAGGCCTTGTGGTACTG-3' (21) (@e^J#-f-3 1, 273-293nt) 
RTmut-siRNA; 5'-GrCTCGrAGACCGrGCACCA-3' (20) (@E^iJ#-^3 2 . 325-344nt) 

10 0 3 2] 
2) 3'-UTR ^mmt't:S> siRNA 

R8-siRNA; 5'-GGCTCCATCTTAGCCCTAGTC-3' (21) (ie^J#-t 3 3 . 9515-9535nt) 
R9-siRNA; 5' -GGCTAGCreTGAAAGGrCCGr-3' (21) (Se^J#-t 3 4 . 9538-9558nt) 
[0 0 3 3] 

^^m^^ii. ^fitX-KCre/loxP-yT. x A irj; ECVikyy y^y^ 
^Wr^^^m-M.\^X^^ 0. Biol. Chein.273, 9001-6 .(1998)) . ^mCre r 
ecombinaselC J: rjHCV^ry A (Genotype lb. nucleotide no. l~9611nt) 
^fl^l-^ll hfi5^ffFm=^Rz-HepM6=Sr^^L. ^Ifi^m^t Lfzo Rz-HepM6IB 
m.^lO%^z^^}^M.m (REHATUIN cat. no. 1020-90) i^-^tfDulbecco's Modifi 
ed EAGLE MEDIUM (NISSUI cat. no. 05915) tCjl^U 2Al^fV-y\Zl^:^)V 

%<^t§tCsiRNA <DmXi^tj:^fz^ t^Jth^. 2.0/. l<7)01igofectamine h 9 > 
"7 i ^ V 3 (Invitrogen cat. No. 12252-011) i:5.5;w Ic^JOpti-MEM 1 

(Gibco cat. No. 22600) ^iju^x<mnu mmzxio^mwcmLfzo ^(o^k 

. 5.0 fx\<D^m\^fzlQfjLU siRNASr()pti-MEM140 //UC#f^t^ m*^200nMJC 

ti-MEMl ^z^^X^fzmm'. Oligofectamine M^=&iDx.fcsiRNA^iS^Jnx.37'C 
> 5%C02T-:^^LfCo 
[0 0 3 4] 
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siMkmmmm^k. 31Sa^jgtc^7t^30%0'>v|&^jfll?t«r^tfDulbecco-s M 
odified EAGLE imim 125;« 1 ^iD£37t:. 5 %C02T-^^1-;z,o JfafS»24Bf Pel 
Mia ?r lysis Buffer (1% SDS. 0.5% NP40, 0.15M NaCl. 0.5MinEDTA. ImM DTT 
, 10inMTris:pH7.4)20^UCT|llJRL. HCVrr T5efi^ h (S^^^cat. No. 14 
861) ^rfflv^THCVrf T ^iSr^i L;t:o 

[0 0 3 51 

m-to 200;.M<7)^siRNA (Rl-siRNA. R2-siRNA. R3-siRNA. R5-siRNA. Rlmut-siR 

NA. R2mut-siRNA. R3inut-siRNA. :S.0«R5mut-siRNA) ^mo^k. 

mmt^h =iT^ >^^^Mt:EUSAm'C^MLfZo « L/i^T OsiRNAti nT^> 

[0 0 3 6] 

HCV-RNA<55 3 e-^$r^Si-^ fzib ilHCV-RNA04' ^m^^ t L T ^ 

^J^^^<0)Vl^y:.^-^m^=^^mX\.fzi,(7>^mmLfZo Krieger^, (J. Vi 
rol. 75,4614-24 (2001)) <D-:fsm\zm\\ HCVatfSi^cO Internal Ribosome Entry 
Si te (IRES) OUT l:: ;^ :t V ^ v > W-ftjIfS^ ^ ii-a-i" ^ f^-C;!/ v 7 ^ 7 - -if iffs 
^^r^ALTlio In vitroT-a^RNA^-^^m, -^l^i^ h D>Kl/>-y 3 :/^S-eHuh7 
(Japanese Collection of Research Bioresources) J-^A LG418iit'te:^ n 

->tLxMmLfzo • )i'i^yju^-^m:svy^)uymm (Huh-s-i) ^ 

5 % vl&^BjfilVt (Hyclone cat. no. SH30071.03) ^^t^VJV^y nym (Gibe 
ocat. no. 10569) t^M^ L96;a:7'^- h tr5000«/Well-r^§ . 5 %C02, 3 
7t:T— ^^^LTto ^20B#m^. ^Wi\.tzit^m^'^e\\hfzy)lOf.mk. 

[0 0 3 7] 

^mWr^. Sferix- htiSteady-Glo Luciferase Assay System (Promega 
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cat. no. E2520) iCfflWco 'f^J:h%, Well^b/^ «9 100// lOfl^ll^Att, 3-40 
y h-eiS-^r. 5^P^igca^tcl450 MicroBeta TKELUX (WALLAC) tc T ;i/ ^ ^ 

[0 0 3 8] 

TransIT-'[K0h7:-;^7a.^v3>^^ (Mirus Corporation cat. No. MIR2150 
) ^25//l<^0pti-MEMl (catano. 31985) ^m\^<mW^. 20i^F^i^gU 0.1 
25~1.25/.10siRNA*?l^f. ^^^-tc^^^^ig; ^ tl20^F^»« L^^o 
967t"7'P-h4'<^100;.lomtc«p;^Hcjjn^. m^i)-Kmmk3 7 X^^ 5%C02 
-e-^^«t/Co -<^m=S:Mv^Tlx7'Vn>T>7-fe^=^#;&o;t:o siRNA^^ 
i^rnxM, lOnM, 30nM, lOOnMlc ^ ^ J: 9 tlJOx.. TransIT-TKO 

[0 0 3 9] 

<^--^Mm#:T-^^ffi^jR3mut, R5inut, R6mut, ^7mjit\t^<D^^-i)^mk'^fitifz 

wmm, R5. R6. ^nimmmmmt^i^j:i^^^)VMm^w^tt%K.h^^ 

o 

[0 0 4 0] 

5 RNA^ ^>:^7.x»->g >^^<7):i[^ 

Silencer siRNA Labeling Kit (Ambion cat no. 1632) ^^^v^T^n h n — 
^^^^^XQyZX-simk^mmLfZo -t^^h^^ R7-siRNA lOfxU (19.2/^ 1) tC7.5// 

i<DW7^^)>^^m^i]wk. 50>uii^»-e37t:^ mmi&it\.tz^^x-mm^n^ 
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^ fifzsimL<D^miitcy3<7)^]^m± t ^^m.it^m- hn<^Lfz (ht tp .v/w 

w. ambion. com/techl ib/append/base_dye. html) o 
[0 0 4 1] 

tL7tCy3^msiRNA^TransIT-TK0 h 7 7a. ^ 3 ^i^^Srfflv^r^Jia 

^^'fzmwmm^mioTm. ssonmT-^o/io Cysxmm^tifzmmit 

t^j:'=>fZo 

[0 0 4 21 

H C V 0# i 5: EB^-r -2) :t V =f J? iJ' 1/ 5^ K t (i^ T'f^ K^^. 
tT, ^ 1 1- ^ C MIf i^^?^^^J;6-*Ji^ $ tt, H C V <^ff^:^-o?i|| 

[0 0 4 3] 

[se^j^] 

SEQUENCE LISTING 

<110> CHUGAI PHARMACEUTICAL CO. , LTD 

TOKYO METOROPOLITAN ORGANIZATION FX)R MEDICAL RESEARCH 

.<120> An Oligoribonucleotide and an Peptide Nucleic Inhibiting the Actio 
n of Hepatitis C Virus 

<130> P03-0030 
<160> 34 
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<170> Patentin Ver. 2. 0 

<210> 1 
<211> 500 
<212> DNA 

<213> Hepatitis C virus 
<400> 1 

gccagccccc tgatgg^c gacactccac catgaatcac tcccctgtga ggaactactg 60 
tcttcacgca gaaagcgtct agccatggcg ttagtatgag tgtcgtgcag cctccaggac 120 
cccccctccc gggagagcca tagtggtctg cggaaccggt gagtacaccg gaattgccag 180 
gacgaccggg tcctttcttg gatcaacccg ctcaatgcct ggagatttgg gcgtgccccc 240 
gcaagactgc tagccgagta gtgttgggtc gcgaaaggcc ttgtggtact gcctgatagg 300 
gtgcttgcga gtgcccc^ aggtctcgta gaccgtgcac catgagcacg aatcctaaac 360 
ctcaaaaaaa aaacaaacgt aacaccaacc gtcgcccaca ggacgtcaag ttcccgggtg 420 
gcggtcagat cgttggtgga gtttacttgt tgccgcgcag gggccctaga ttgggtgtgc 480 
gcgcgacgag aa£€acttcc 500 

<210> 2 
<211> 500 
<212> DNA 

<213> Hepatitis C virus 
<400> 2 

cgattggggg cgacactcca ccatagatca ctcccctgtg a^aactact gtcttcacgc 60 
agaaagcgtc tagccatggc gttagtatga gtgtcgtgca gcctccagga ccccccctcc 120 
cgggagagcc atagtggtct gcggaaccgg tgagtacacc ^aattgcca ggacgaccgg 180 
gtcctttctt ggatcaacce gctcaatgcc tggagatttg ggcgtgcccc cgcgagactg 240 
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ctagccgagt agtgttgggt cgcgaaaggc cttgtggtac tgcctgatag ggtgcttgcg 300 
agtgccccgg gaggtctcgt agaccgtgca ccatgagcac gaatcctaaa cctcaaagaa 360 
aaaccaaacg taacaccaac cgccgcccac aggacgtcaa gttcccgggc ggtggtcaga 420 
tcgttggtgg agtttacctg ttgccgcgca ggggccccag gttgggtgtg cgcgcgccca 480 
ggaagacttc cgagcggtcg 

<210> 3 
<211> 500 
<212> DM 

<213> Hepatitis C virus 
<400> 3 

ttgggggcga cactccacca tagatcactc ccctgtgagg aactactgtc ttcacgcaga 60 
aagcgtctag ccatggcgtt agtatgagtg ttgtgcagcc tccaggaccc cccctcccgg 120 
gagagccata gtggtctgcg gaaccggtga gtacaccgga attgccagga cgaccgggtc 180 
ctttcttgga tcaacccgct caatgcctgg agatttgggc gtgcccccgc gagactgcta 240 
gccgagtagt gttgggtcgc gaaaggcctt gtggtactgc ctgatagggt gcttgcgagt 300 
gccccgggag gtctcgtaga ccgtgcatca tgagcacaaa tcctaaacct caaagaaaaa 360 
ccaaacgtaa caccaaccgc cgcccacagg acgttaagtt cccgggcggt ggtcagatcg 420 
ttggtggagt ttacctgttg ccgcgcaggg gccccaggtt gggtgtgcgc gcgactagga 480 
agacttccga gcggtcgcaa 5qq 

<210> 4 
<2I1> 500 
<212> DNA 

<213> Hepatitis C virus 
<400> 4 

gggccagccc ccgattgggg gcgacactcc accatagatc actcccctgt gaggaactae 60 
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tgtcttcacg cagaaagcgt ctagccatgg cgttagtatg agtgtcgtgc agcctccagg 120 
accccccctc ccgggagagc catagtggtc tgcggaaccg gtgagtacac cggaattgcc 180 
aggacgaccg ggtcctttct tggatcaacc cgctcaatgc ctggagattt gggcgtgccc 240 
ccgcgagact gctagccgag tagtgttggg tcgcgaaagg ccttgtggta ctgcctgata 300 
gggtgcttgc gagtgccccg ggaggtctcg tagaccgtgc atcatgagca caaatcccaa 360 
accccaaaga aaaaccaaac gtaacaccaa ccgtcgccca caggacgtca agttcccggg 420 
tggtggtcag atcgttggtg gagtttacct gttgccgcgc aggggcccca ggttgggtgt 480 
gcgcgcgact aggaagactt 5qq 

<210> 5 
<211> 500 

<2I2> DM 

<213> Hepatitis C virus 



<400> 5 

acccgccccc taataggggc gacactccgc catgaatcac tcccctgtga ggaactactg 60 
tcttcacgca gaaagcgtct agccatggcg ttagtatgag tgtcgtacag cctccaggcc 120 
cccccctccc gggagagcca tagtggtctg cggaaccggt gagtacaccg gaattgccgg 180 
gaagaccggg tcctttcttg gataaacccg ctctatgccc ggccatttgg gcgtgccccc 240 
gcaagactgc tagccgagta gcgttgggtt gcgaaaggcc ttgtggtact gcctgatagg 300 
gtgcttgcga gtgccccggg aggtctcgta gaccgtgcac catgagcaca aatcctaaac 360 
ctcaaagaaa aacccaaaga aacactaacc gtcgcccaca agacgttaag tttccgggcg 420 
gcggccagat cgttggcgga gtatacttgt tgccgcgtag gggccccaga ttgggtgtgc 480 
gcacagcaag gaagacttcg 5qq 

<210> 6 
<211> 500 
<212> DNA 

<213> Hepatitis C virus 



ffiiE#2 004-3013673 




Wm 2003-016750 



^->^ : 18/ 



<400> 6 

acccgccccc taataggggc gacactccgc catgaatcac tcccctgtga ggaactactg 60 
tcttcacgca gaaagcgtct agccatggcg ttagtatgag tgtcgtacag cctccaggcc 120 
cccccctccc gggagagcca tagtggtctg cggaaccggt gagtacaccg gaattgccgg 180 
gaagactggg tcctttcttg gataaaccca ctctatgccc ggccatttgg gcgtgccccc 240 
gcaagactgc tagccgagta gcgttgggtt gcgaaaggcc ttgtggtact gcctgatagg 300 
gtgcttgcga gtgccccggg aggtctcgta gaccgtgcac catgagcaca aatcctaaac 360 
ctcaaagaaa aacccacaga aacactaacc gtcgcccaca agacgttaag tttccgggcg 420 
gcggccagat cgttggcgga gtatacttgt tgccgcgcag gggccctaga ttgggtgtgc 480 
gcacgacaag gaagacttcg 5qq 

<210> 7 
<211> 500 
<212> DMA 

<213> Hepatitis C virus 



<400> 7 

acccgcccct aataggggcg acactccgcc 
cttcacgcag aaagcgtcta gccatggcgt 
ccccctcccg ggagagccat agtggtctgc 
aagactgggt cctttcttgg ataaacccac 
caagactgct agccgagtag cgttgggttg 
tgcttgcgag tgccccggga ggtctcgtag 
tcaaagaaaa accaaaagaa acaccaaccg 
cggccagatc gttggcggag tatacttgtt 
cgcgacaagg aagacttcgg 



atgaaccact cccctgtgag gaactactgt 60 
tagtatgagt gtcgtacagc ctccaggccc 120 
ggaaccggtg agtacaccgg aattgccggg 180 
tctatgcccg gtcatttggg cgtgcccccg 240 
cgaaaggcct tgtggtactg cctgataggg 300 
accgtgcacc atgagcacaa atcctaaacc 360 
tcgcccacaa gacgttaagt ttccgggcgg 420 
gccgcgcagg ggccccaggt tgggtgtgcg 480 

500 



<210> 8 
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<211> 500 
<212> DMA 

<213> Hepatitis C virus 
<400> 8 

acctgcccct aataggggcg acactccgcc atgaatcact cccctgtgag gaactactgt 60 
cttcacgcag aaagcgccta gccat^cgt tagtatgagt gtcgtacagc ctccaggccc 120 
ccccctcccg ^agagccat agtggtctgc ggaacc^tg agtacaccgg aattgccggg 180 
aagactgggt cctttcttgg ataaacccac tctatgcccg gccatttggg cgtgcccccg 240 
caagactgct agccgagtag cgttgggttg cgaaaggcct tgtggtactg cctgata^ 300 
cgcttgcgag tgccccg^a ggtctcgtag accgtgcacc atgagcacaa atcctaaacc 360 
tcaaagaaaa accaaaagaa acaccaaccg tcgcccagaa gacgttaagt tcccgggcgg 420 
cggccagatc gttggcggag tatacttgtt gccgcgcagg ggccccaggt t^gtgtgcg 480 
cacgacaagg aaaacttcgg 500 

<210> 9 
<211> 500 
<212> DMA 

<213> Hepatitis C virus 
<400> 9 

acccgccccc taata^ggc gacactccgc catgaatcac tcccctgtga ggaactactg 60 
tcttcacgca gaaagcgtct agccatggcg ttagtatgag tgtcgtacag cctccaggcc 120 
cccccctccc gggagagcca tagtggtctg cggaaccggt gagtacaccg gaattgccgg 180 
gaagact^g tcctttcttg gataaaccca ctctatgccc ggccatttgg gcgtgccccc 240 
gcaagactgc tagccgagta gcgttgggtt gcgaaaggcc ttgtggtact gcctgatagg 300 
gtgcttgcga gtgccccggg a^tctcgta gaccgtgcac catgagcaca aatcctaaac 360 
ctcaaagaaa aacccacaga aacactaacc gtcgcccaca agacgttaag tttccgggcg 420 
gcg^ccagat cgtt^cgga gtatacttgt tgccgcgcag ^gccctaga ttgggtgtgc 480 
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gcacgacaag gaagacttcg 500 



<210> 10 
<211> 500 
<212> DNA 

<213> Hepatitis C virus 



<400> 10 

acccgcccct aataggggcg acactccgcc 
cttcacgcag aaagcgtcta gccatggcgt 
ccccctcccg ggagagccat agtggtctgc 
aagactgggt cctttcttgg ataaacccac 
caagaccgct agccgagtag cgttgggttg 
tgcttgcgag tgcccc^ga ggtctcgtag 
tcaaagacaa accaaaagaa acaccagccg 
cggccagatc gttggcggag tatacttgtt 
cgcgacaagg aagacttcgg 



atgaatcact cccctgtgag gaactactgt 60 
tagtatgagt gtcgtacagc ctccaggccc 120 
ggaaccggtg agtacaccgg aattgccggg 180 
tctatgcccg gccatttggg cgtgcccccg 240 
cgaaaggcct tgtggtactg cctgataggg 300 
accgtgcacc atgagcacaa atcctaaacc 360 
tcgcccacaa gacgttaggt ttccgggcgg 420 
gccgcgcagg ggccccaggt tgggtgtgcg 480 

500 



<210> 11 
<211> 500 
<212> DNA 

<213> Hepatitis C virus 



<400> 11 

gcccgccccc tgatgggggc gacactccgc 
tcttcacgca gaaagcgtct agccatggcg 
cccccctccc gggagagcca tagtggtctg 
aaagactggg tcctttcttg gataaaccca 
gcaagactgc tagccgagta gcgttgggtt 



catgaatcac tcccctgtga ggaactactg 60 
ttagtatgag tgtcgtacag cctccaggcc 120 
cggaaccggt gagtacaccg gaattaccgg 180 
ctctatgtcc ggtcatttgg gcacgccccc 240 
gcgaaaggcc ttgtggtact gcctgatagg 300 
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gtgcttgcga gtgccccggg aggtctcgta gaccgtgcat catgagcaca aatcctaaac 360 
ctcaaagaaa aaccaaaaga aacacaaacc gccgcccaca ggacgttaag ttcccgggtg 420 
gcggtcagat cgttggcgga gtttacttgc tgccgcgcag gggccccagg ttgggtgtgc 480 
gcgcgacaag gaagacttct 5qq 



<210> 12 
<211> 311 
<212> DM 

<213> Hepatitis C virus 



<400> 12 

gcgtgtctca tgccc^ccc cgct^ttct 
taggcatcta cctcctcccc aaccgatgaa 
catttcctgt tttttttttt tttttttttt 
ttcttttttt cctttctttt tcccttcttt 
gctagctgtg aaaggtccgt gagccgcatg 
gcagatcatg t 



ggttttgcct actcctgctc gctgcagggg 60 
ggttggggta aacactccgg cctcttaagc 120 
tttttttctt tttttttttc tttcctttcc 180 
aatggtggct ccatcttagc cctagtcacg 240 
actgcagaga gtgctgatac tggcctctct 300 

311 



<210> 13 
<211> 371 
<212> DNA 

<213> Hepatitis C virus 



<400> 13 

gtccagctgg ttcgtggctg gttacagcgg 
ccgaccccgc tggttcatgt tgtgcctact 
gctccccaac cgataaac^ ggagctaaac 
tttttttttt ttttttcttt tttttttttt 
ctttcttttg tttttttttt ttttcttctt 



gggagacata tatcacagcc tgtctcgtgc 60 
cctactttca gtaggggtag gcatctacct 120 
actccaggcc aataggccat ttcttttttt 180 
tttttttttt tttttttttt tttttttttt 240 
ttt^tggct ccatcttagc cctagtcacg 300 
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gctagctgtg aaaggtccgt gagccgcatg actgcagaga gtgctgatac tggcctctct 360 
gcagatcatg t 371 

<210> 14 
<211> 439 
<212> DNA 

<213> Hepatitis C virus 
<400> 14 

tgggcggtga agaccaagct caaactcact ccattgccgg aagcgcgcct cctggattta 60 
tccagctggt tcactgtcgg cgccggcggg ggcgacattt atcacagcgt gccgcgtgcc 120 
cgaccccgct tattactcct tggcctactc ctactttttg taggggtagg ccttttccta 180 
ctccccgctc ggtagagcgg cacacattag ctacactcca tagctaactg tccctttttt 240 
tttgtttttt tttttttttt tttttttttt ttttcttttt tttttttttt tttgtttctt 300 
ttccttctca tttccttctt atcttaatta cttcctttcc tggtggctcc atcttagccc 360 
tagtcacggc tagctgtgaa aggtccgtga gccgcatgac tgcagagatt gccgtaactg 420 
gtatctctgc agatcatgt 439 

<210> 15 
<211> 347 
<212> DNA 

<213> Hepatitis C virus 
<400> 15 

cctggattta tccagctggt tcactgtcgg cgccggcggg ggcgacattt atcacagcgt 60 
gccgcgtgcc cgaccccgct tattactcct tggcctactc ctactttttg taggggtagg 120 
ccttttccta ctccccgctc ggtagagcgg cacacattag ctacactcca tagctaactg 180 
tccctttttt tttttttttt tgtttctttt ccttctcatt tccttcttat cttaattact 240 
ttctttcctg gt^ctccat cttagcccta gtcacggcta gctgtgaaag gtccgtgagc 300 
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cgcatgactg cagagattgc cgtaactggt atctctgcag atcatgt 347 

<210> 16 
<211> 360 
<212> DNA 

<213> Hepatitis C virus 
<400> 16 

tttatccagt tggtttaccg tcggcgccgg cgggggcgac atttatcaca gcgtgtcgcg 60 
tgcccgaccc cgcttattac tccttagcct actcctactt ttcgtagggg taggcctctt 120 
tttactcccc gctc^taga gcggcacaca ttagctacac tccatagcta actgttcctt 180 
tttttttttt tttttttttt tttttttttt tttttttttt tttttttttt tttttttttt 240 
ttttttttct ttccttcctt tctcaccttc ttttacttct ttcctggtgg ctccatctta 300 
gccctagtca c^ctagctg tgaaa^tcc gtgagccgca tgactgcaga gagtgccgta 360 

<210> 17 
<211> 378 
<212> DNA 

<213> Hepatitis C virus 
<400> 17 

ggacttatcc agtt^ttca ccgtcggcgc cggcgggggc 
gcgcgcccga ccccgctcat tactcttcgg cctactccta 
cttcctactc cccgctcggt agagcggcac acactaggta 
cttttttttt tttttttttt tttttttttt tttttttttt 
cctctttctt cccttctcat cttattctac tttctttctt 
agtcacggct agctgtgaaa ggtccgtgag ccgcatgact 
tctctctgca gatcatgt 



gacatttttc acagcgtgtc 60 
cttttcgtag ^taggcct 120 
cactccatag ctaactgttc 180 
ttttcttttt tttttttttc 240 
ggt^ctcca tcttagccct 300 
gcagagagtg ccgtaactgg 360 

378 
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<210> 18 
<211> 374 
<212> DMA 

<213> Hepatitis C virus 



<400> 18 

ggatttgtcc agttggttta ccgtcggcgc 
gcgtgcccga ccccgcctat tactccttag 
cttcctactc cccgctcgat agagcggcac 
cttttttttt tttttttttt tttttttttt 
tttcttccct tctcatctta ttctactttc 
acggctagct gtgaaaggtc cgtgagccgc 
tctgcagatc atgt 



cggcgggggc gacatttatc acagcgtgtc 60 
cctactccta ctttctgtag gggtaggcct 120 
acattagcta cactccatag ctaactgttc 180 
tttttttttc tttttttttt tttttccctc 240 
tttcttggtg gctccatctt agccctggtc 300 
atgactgcag agagtgccgt aactggtctc 360 

374 



<210> 19 
<211> 354 
<212> DMA 

<213> Hepatitis C virus 
<400> 19 

tagatttatc cgggtggttc accgtgggcg 
cgcatgcccg accccgccta ttactccttt 
tctttttact ccccgctcgg tagagcggca 
tttttttttt tttttttttt ttttgttttt 
tttttcctct tttcttggtg gctccatctt 
cgtgagccgc atgactgcag agagtgccgt 



ccggcggggg cgacatcttt cacagcgtgt 60 
gcctactcct acttagcgta ggagtaggca 120 
aaccctagct acactccata gctagttttc 180 
tttttttttc ctctttttcc gtattttttt 240 
agccctagtc acggctagct gtgaaaggtc 300 
aactggtctc tctgcagatc atgt 354 



<210> 20 
<211> 21 
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<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: 
<400> 20 

ggaacuacug ucuucacgca g 

<210> 21 
<211> 21 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: 
<400> 21 

gccauagugg ucugcggaac c 

<210> 22 
<211> 22 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: 
<400> 22 



5'-UTR target siRNA 



21 



5'-UTR target siFNA 



21 



5'-irm target siRNA 
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a^ccuugug guacugccug aii 22 

<210> 23 
<211> 20 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: 5*-UTR target siRNA 
<400> 23 

gucucguaga ccgugcauca 20 

<210> 24 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: 5'-UTR target siRNA 
<400> 24 

gcgaaa^cc ttgtggtact g 21 

<210> 25 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: 5'-UTR target siRNA 
<400> 25 

gtctcgtaga ccgtgcacca 

<210> 26 
<211> 21 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: 5'-UTR target siRNA 
<400> 26 

gucucguaga ccgugcauca t 2i 

<210> 27 
<211> 21 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: 5'-UTR target siRNA 
<400> 27 

ggaacuacug ucuucacgca g 2i 
<210> 28 
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<211> 21 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: 5'-l3TR target siRNA 
<400> 28 

gccauagugg ucugcggaac c 

<210> 29 
<211> 22 
<212> RNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: 5'-UTR target siRNA 
<400> 29 

aggccuugug guacugccug au 

<210> 30 
<211> 20 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: 5'-UTR target siRNA 
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<400> 30 

gucucguaga ccgugcauca 20 

<210> 31 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: 5'-UTR target siRNA 

<400> 31 

gcgaaaggcc ttgt^tact g 21 

<210> 32 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: 5*-UTR target siRNA 
<400> 32 

gtctcgtaga ccgtgcacca 20 

<210> 33 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: 3'-UTR target siRNA 
<400> 33 

ggctccatct tagccctagt c 21 

<210> 34 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: 3*-UTR target siRNA 
<400> 34 

ggctagctgt gaaaggtccg t 21 
10 0 4 4] 

ie^m-^2 0 ~ 3 2 : 5'-UTR ^ -^y h SiRNA 
iS^J#-^3 3 25.IT3 4 :3'-UTR ^-r^h siRNA 

mi] 

HCV RNA05'UTRtCi5tt^-|Kfi<J^-^=iSilt^^i-„ 
[0 2] 

HCV ^A<D3'\mKiSif:h~^&jtj:-:mm^^-to 
ms (A) J 

ncvo^mmof-u hcv-bk. ncY-j<omik<r>5'^\<D^^^wimm^^^->::'7iMmmo 
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[113 (B) ] 

ims (c) ] 
[m3 (D) 1 

HCVO^g|*^JCH3S0^CJ8<^RNAO5' f> n r^^(^500:^^ll 
ov^T(^cDNAiB^f|«-^-to 
[1114 (A) ] 

[04 (B) 1 

[HIS (A) ) 

PH77J6S, R6. R24U R24Sc0RNA03'1ffll0^|if^^itt3ov^TOcDNAiB^J^^-r 

O 

[HIS (B) ] 

HCJ6CH. JFHl. JCHl. 2b_AB030907CDRNAO3''jB!|O#jS|R^:^tcov^TOcDNAiB 
[1^6] 

[0 7] 
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mi] 



HIM 



5'UTR<D«ii 



11 



6 



A B. 
ur U 
CG 
VG 
6C 
CG 
GU 

At; 

A A 
A ^ 
G A 

Atr 

CG 
GA 

CG-IOO 
AU 



C c 
^UA^ 
GC 
GC 
6C 

Air 

QC^ 
C ^A 
A 
GC 
GC 
AO 
CG 
CG 
GA 
UG 
UA 
AU 

U^CaCCGG^H, 



G^GaGGCC 
A 



eiic 



GGG^G 



CG 
XS 

U 

^CG 
AV 

UG 

c c 

A A 
A 6 
GC 
GC 
50-AU 

"go 

UA 
CO 

5'«»Gc^^^^«^^«^°»«a^CAcw=c acccccccucccggg'^^ooc^^a 

6GAGG6CCC " 



A CCCcU 
GC ^ 
GC 
CG 
150— GC- 
UA® 
CG 
UA 
GC 
GU 

GC-250 IB Id 
AU 

AG. 



7AGCC6^UaGOG^''G 
I CGGaaAGCGC^^jG 



AUG^ 
CG 
CG 

A^^A 

cc 



G 



CG 

CG I 
CO ^ 
CG 



•CG^GA* 

U®^U 300 
G 



AU 




^0^cuAaACcccaAaGa2kaaA-3 • 
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GC 
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[HIS (A) ] 

(A) 
HCV-l 

«:CAGCCCCCTGATa}(KJ(KX}ACACTCCACCATGMTCACTCCCCTGTGAGGMCTACTGTCn^^ 

GAAAGCCTCTAG(X;ATGCCGmGTATGAGTGTa;TXH:AGCCTCCAGGACCCa:ccrCCCGGGAGArc^^ 

TAGT6GTCTGCGGAACCCGTGAGTACACa}GAATTGaAGGACGACa;GGTCCTTrCTTGGATCAAC(^ 

CTCAATGrcTGGAGAmGGGCGTGCaCCGCAAGAaGCTAGCCGAGTAGTGTTGGGTCGCBAM 

mTGGTACTGCCTGATAGGGTGCTTGCGAGTGCCCCGGGAGGTCTCGTAGACCGTGCACCATGAGCACG 

AATCCTAAACCTCAAAAAAAAAACAAACGTx^ACACCAACCGTCGCCCACAGGACGTCAAGrrCCCGGGTG 

GCGGTCAGATCGTTGGTGGAGTmcnGTTGCCGCGCAGGGGCCCTAGATTGGGTGTGCGCGCGACGAG 
AAAGACTTCC (gd?IJ#?-l) 

HCV-BK 

CGAmGGGGCGACACTCCACCATAGATCACTCCCCTGTGAGGAACTACTGTCTTCACGCAGAAAGCGTC 
TAGCCATGGCGmGTATGAGTGTCCTCCAGCCTCCAGGACCCCCCCTCCCGGGAGAGCCATAGTCGTCT 
GCGGAACCGGTGAGTACACCGGAATTGCCAGGACGACCGGGTCCTTTCTTGGATCA.ACCCGCTCMTGCC 
TGGAGAmGGGCGTGCCCClXCGAGACTGCTAGCCGAGTAGTGTTGGGTCGCGAAAGGCCTTGTGGT^^ 
TXKX:TGATAGGGTG(nTGCGAGTGCCa:GCGAGCTCTCGTAGACCGTGCACCATG^^ 

OCTCAAAGAAAAACCAAACGTAACACCAA(XGCCGCCCACAGGACGTCAAGTTCCCGGCa^ 

tcgttggtcgagtttacctgtoccgcgcaggggccccaggttgggtgtgcg(xkxk:ccag^^ 

CGAGCGGTCG (iB5(J#-i-2) 
HCV-J 

TTGGGGGCGACACTCCACCATAGATCACTCCCCTGTGAGGAACTACTGTCTTCACGCAGAAA^ 

rcATGGCGTTAGTATCAGTGmTGGAGOCTCX:AGGACaCCCCTCCCGGGAGAG(XATAGTGGTCT^ 

GAACCGGTGAGTACACCGGAATOCCAGGACGAaGGGTCCTTTOTGGATCAAOXGCTCAAT^ 

AGAmGCGCGTGCCCCa'a;A(rACTGCTAGCCGAGTAGTGTTGGGTCGCGAAAGGCCnGTGGTACT^^ 

CTGATAGGGTGCnGCGAGTGCCCCGGGAGGTCTCGTAGACCGTGCATCATGAGCACAAATCCTAAACCT 

CAAAGAAAAACCAAACGTAACACCAACCGCCGCCCACAGGACGTTAAGTTCCCGGGCGGTGGTCAGATCG 

nGGTGGAGmAa;rGTTGCCGCGCAGGGGCCCCAGGTTGGGTGTGCGCGCGACTAGGAAGACn^ 
GCGGTCGCAA 
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R6 

rX^CCAGCCCCCGATT(;Gr.GGCGAG\CTCCACCATAGATCACTCCCCTCTGACGMCT^ 

CAGAAAGCGTaAGCCATGGCGTTAGTATGAGTGTCGTGCAGCCTCCAGGACCCCCCCTCCCGGGAGAGC 

CATAGTGGTCTGCGGAACCGGTGAGTACACCGGAATTGCCAGGACGACCGGGTCaTTCTTGGATCAACC 

CGCTCAATGCCTGGAGAnTGGGCGTGCCOCCGCGAGACTGCTAGCCGAGTAGTGTTGGGTCGCGAAAGG 

arrCTGCn'ACTGCCTGATAGGGTGCTTGOGAGTGCCCCGGGAGGTCTXXJTAGACCGT^^ 

CAAATCCCAAACCCCAAAG.AAAAACCAAAC6TAACACCAACCGTCGCCCACAGGACGTCAAGTTC^ 

TGG'IWlCAUATCGlTGGTGGAGllTAOTXm-GCCG 

AGGAAGACTT (ia?IJ#-§-4) 

K24 

ACCCGCCCCCTAATAGGGrrf:GACACTCCGCCATGAATCACTCCCCTGTGAGCA^ 

GAAACCGTCTAGCCATGCCGTOGTATGAGTGTCGTACAGCCTCCAGGCCCCCrcCTCCCGGGAGAGCCA 

TAGTGGTCTGCGGAACCGGTGAGTAGAOXGAATTGCCGGGAAGACCGGGTCCTTTCTTGGATAAACCCG 

CrCTATGCCCGGCCATTTGGGCGTGCCCCCGCAAGACTGCTAGCCGAGTAGCGTTGGGTTGCGAAAGGCC 

TTGTCGTACTGCCTGATAGG(mK:nGaJAGTGax;CGGGAGGTCTCGTAGACCGTGC^^ 

AATCCTAAACCTCAAAGAAAAACCCAAAGAAACACTAACOrrCCCCCACAACACGnAAGm^ 

GCGGCCAGATCGTTGGCGGAGTATACTTGTTGO^CGTAGGGGrcCCAGATTXMMJTGTGOGCACAG^^ 
GAAGACTICG (ffi?!j#-^5) 

S14.T 

ACCCmx:CCTAATAGGGGCGACACTCCGCCATGAATCACTCCCCTGTCAGGAACTACT^^ 

GAAAGCGTCTAGCCATGGCGraGTAmGTGTOJTACAGaiTCCAGGCCCCmCTCCCGGGAGAa^^ 

TAGTGGTCTGCGGAACCGGTGAGTACAOaSGAAmCCCGGAAGACTGGGTCCmOTGGATAAACCCA 

CTCTATGCCCGGCCAmGGGCGTGCCCCCGCAAGACTGCTAGCCGAGTAGCGTTGGGlTGCGAAAGGCC 

TOTGGTACTGCCTGATAGGGTGCTTGCGAGTGCCCCGGGAGGTCTCGTAGACCGTGCACCATGAGCACA 

AATCCTAAACCTCAAAGAAAAACCCACAGAAACACTAAOGTCGCCCACAAGACGTTAAGTTTCCGGGCG 

GCGGrcAGATCGTOGCGGAGTATAC-nxnTGGCXKXJCAGGGGCCCTAGATTGGGTGTGCrXJAC^^ 
GAAGACTTCG (gB^J#-S-6) 
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(C) 



HCJ6 

ACCCGOXJCTMTAGGGGCGACACTCCGCCATGAACCACTCCCCTGTGAGGAACT^ 

AAAGCGTCTAGCCATGGCGmGrATGAGTGTCGTACAGCCTCCAGGCCCCCCCCTCCCGGGAGAGCCAT 

AGTGGTCTtK;GGAAGraGTGAGTACACCGGAATTGCCGGGAAGACTGGGTCCmcrfGGATAAACCCAC 

TCTATGa:CGGTCATTTGGGCGTGCCCCCGCAAGACTGCTAGCrx,AGTAGCCTOGCTTGCGAAAGGCC 

TGTGGTACTGCCTGATAGCGTGCTTGCGAGTGCCCCGGGAGGTCTCGTAGACCGTCCACCATGAGCA^ 

ATCCTAAACCTCAAAGAAAAACCAAAAGAAACA(X:AACCGTCGCtX;ACAAGACGTTAAGTTTCCGGGCGG 

CGGCCAGATCGTTGGCGGAGTATACTOTTGCCGCGCAGGGGCCCCAGGTTGGGTGTGCGCGCGACAAGG 
AAGACTTCGG (Cid?l|#-^7) 

JFHl 

ACCTGCCCCTAATAGGGGOJACACTCCGCCAIXJAATCACTCCCXTOT^^^^ 

AAAGCGCCTAGCCATGGCGTTAGTATGAGTGTCGTACAGCCTCCAGGCCCCCCCCTCCCGGGAGAGeCAT 
AGTGGTCTGCGGAACCGGTGAGTACACCGGAATTGCCGGGAAGACTGGGTCCTTTCTTGGATAAACCCAC 
TCTATGGCCGGCCAmGGGCGTGCOCCCGCAAGACTGCTAGCCGAGTAGCG'rrGGGrfGCGAAAGGCCT 
TGTGGTACIWX^TGATAGGCCGCTTGCGAGTGCCCCGGGAGGTCTCGTAGACCGTGCACCATC^^ 

ATCCTAAACC-fCAAAGAAAAAGCAAAAGAAACACmCCGTCGCCCAGAAGACGTTAAGTTCCCGGGCGG 

CGGCCAGATCGTTGGCGGACTATACTTCTTGCCGCGCAGGGGCCCCAGGmGGTCTGCGCAttJAC^^^^ 
AAAACTTOGG (iB^j#-i-8) 

JCHl 

A(XCGCCCCCTAATAGGGGCGACACra;GCCATGAATCACTC(XCTGTGAGGAACTACT^^^ 
CAAAGCGTCTAGCCATGGCGTTAGTATGAGTGTCGTACAGCCTCCAGGCCCCrcajm-^^^^ 

TAGTGGTCTGCGGAACCGGTGAGTACACCGGAATTCCCGGGAAGACTCGGTCCTTTCTTGGATAAACCCA 

CTCTATGCCCGGCCAmGGGCGTGCCCCCGCAAGACTGCTAGCOJAGTAGCGTTGGGnGCGA^ 

TTGTGGTACTGCCTGATACCGTGCTTGCGAGTGCCCCGGGAGGTCrcGTAGACaj'fGCACCATGAGCA^^ 

AATCCTAAACCTCAAAGAAAAACCCACAGA,'U\CACTAACCGTCGCCCACAAGACGTTAAGTTTCCGGGCG 

Ga;Ga:AGAlWnG6CGGAGTATACTTGTTGCCGCGCAGGGGa:CTAGAnGGGTGTGCGCACGA^ 
GAAGACTTCG (iS?aj#-^9) 
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(D) 

JCH3 

ACCCGCCCCTMTAGGa;CGACACTCC(K:CATGAATCACrCCCCTGTGAGGMCTACTGTCnC^^ 

AAAGCGTCTAGCCATGGCGTTAGTATGAGTGTCGTACAGCCTCCAGGCCCCCCCCTCCCGGGAGAGCCAT 

AGTG(rjCTG(XM3AACCGGTGAGTACA(X:GGAATTGCCGGGAAGACTGGGTCCmCTTGGATAAA^ 

TCTATGCCCGGCCATTTGGGCGTGCCCCCGCAAGACCGCTAGCCGAGTAGCGTTGGGTTGCGAAACGCCT 

TGTGGTACTGCCTGATAGGGTGCTTGCGAGTGCCCCGGGAGGTCTCGTAGACXJGTGCACCATGAGCACAA 

ATCX:TAAACCTCAAAGACAAACCAAAAGAAACACCAGCCGTa;CCCACAAGACGTTAG<rrnXXXJG 

CGGCCAGATCCTTCGCGGAGTATACrrcmrcGCGCAGGGGCCrcACGTTGGGIXrrGaKIGCGA 
AAGACTTCXJG (iB?l|#-§-l 0) 

HCJ8 

GCCCGCCCCCTGATGGGGGCXJACACTCCGCCATGAATCACTCCCCTGTGAGGAACTACTGTCTTCACGCA 

GAAAGCGTCTAGCCATGGCGTTAGTATGAGTGTCGTACAGCCTCCAGGCCCCCCCCTCOXJGGAGAGCC^ 

TAGTGGTCTGCGGAAaGGTCAGTACACCGGAAmaXKJAAAGACTGGGTOTrTmGGATAA^ 

CTCTATGTCCGGTCATTTGGGCACGCCCCCGCAAGACTGCTAGCCGACTAGCGTTGGGTTGCGAAAGGCC 

nGTGGTACTGCCTGATAGGGTGCTTGCGAGTGCCCCGGGAGGTCTCGTAGACCGTGCATCATGAGCACA 

AATCCTAAACCTCAAAGAAAAACCAAAAGAAACACAAACCGC(X'CCCACAG(;ACGTTA,'\GTTCCCX^ 

GCGGTCAGATCGnGGCGGAGTTTACTTGCTGCCGCGCAGGGGCCCCAGGTTGGGTGTGCGCGCGACAAG 

gaagacttct m^m-^i 1) 
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(A) 



Hcv-l.nc 

Hcv-bk.nc 

Kc V- j . nc 

R6,AC 

R24.ac 

S14j.nc 

HcjS.nc 

Jfhl.nc 

uchl .nc 

Jch3 . nc 

Hcje.nc 

Ecv-l.nc 

Kcv-bk.nc 

Hcv-j.nc 

RC-nc 

R24 .nc 

Sl-a^ . nc 

Hcje.nc 

Jfhl.nc 

Jchl.nc 

♦3cli3-nc 

Hcja.nc 

Hcv-i .nc 

Hcv-bk,nc 

Hcv-5.nc 

R6.nc 

R2<l*nc 

S145.nc 

Hcie.nc 

Jfhl.n.c 

JcbX.nc 

Jch3.nc 

HojS.rtc 

Hcv-1 .nc 
Hcv-bk.nc ; 
Hcv-j.nc 
tt6 .nc 
R24.nc 
S14j.nc 

afhl.sc J 
Jdil.nc : 

Mcje.nc : 

Hcv-l.nc : 
Hcv-bic.xic : 

Hcv-j.nc ; 

F6-nc ; 

R24 .nc ; 

si4j.nc ; 

Hej6.nc 2 

Jfhl.nc 2 

JchX.nc 2 

Jch3.ne 2 

HcjS.nc 2 

Hcv-l.nc 

Hcv-bk-nc 

WCV-j.DC 

R6.nc 
R24.JIC 
514 j . nc 
Kcj€,nc 
Jfhl.nc 
Jchl.nc 
Jcli3.nc 
Hcja.nc 



1 --CCCAGCCCCTTGA'PGGGGGCGACACTCCAtC^ 53 
1 CGAl^GGGGCGACACTCCftCCAaiAGATau:TCC<X^ 49 




59 irercTTcaccSAG* 



47 TOTCTTCAC6CA0ftAAGCCa^AGCCATCGaSTTAGTATGA6T(H& 106 

61 C2p?caoGc«3feaaGC^^ tiS 

I! ^?5IJS^^^<5AAAGCG^T^*CblTGGCG 117 

i2 ttS2^SH?"^^®^^^*^^°^=*^«=^ 117 

58 2CTCTOCaCGCA«IAAGCGrtl|CTAGCCAT6GC» 117 

59 ff!GTCTTCAC€<M^ 



^CCCXrCCCTCCCGGGAGAGCCATAGTGGTCTQCaSGAAi^ 
rCCCCCCTCCCCG6AGAGCCATAGTG6aCieCGGAa<X:GGTGAGTAC^ 




CCCGGGAGAGCCaTftGTOGTCTGCSSftRCCGCOTlCiA 177 

CCCCCTCCCGG6ASflGCCATAKPGQTCTOC»GAACCG^ I77 

COTCCTCCCGGGAGAGCCJIEAGTCCTCT^ 177 

^^^CTOCXasaGftOAGCCATO^gg^ 170 



^JfiSSdSABOGGGTCXTTIt 
* ^AdCf3GGTCCTa?TCTTGGA* 
CTTTC5WGA* 
^TTGGAr 
SOGTOCTTTCTTGGA' 




TTTCTTGGA' 
iGGTCCTTTCTTGGATll 

igtcctttcttcgat!; 

iGTCCmCTTGGAT; 




CjATTTGGG^TjG£Cd 238 
'"*kTTTGGGCC35^5CCG 229 
^TTTGGGdsroCCC 226 
IGGCjGTiGCCC; 240 
:aVTTTOGCdSTGCcd 236 
iTTTCGGcl sifaccq 238 

:tatgcccggtcatttgggc,^^ 240 

..^^i^ ' *^---^'OTT6GGCjQ3fe'cCC[ 237 
... ^ . - ^ . . ^TTTGGGCE!riDCcd 237 

:ccagr^ikTc^DC^^ 237 



ATTTGGGC 



7V6ACTGCT21GCCGAGTA 
TAGCCGAGTA 
RCTQCTAGCCGAGTAd 



BTTGGGTOGCGAAAGeCCTTGTGGTACTGCCTGATS 298 
5TrGGG!l)qpCGAI^GCCTTGTGGTACTGCX:TGA™ 289 
iTSTTGGG^^CGAAACGCCTTGTGGTACTCCCiraATiJ 296 

^^^CtgCgmGCCGAGTAgq GTJGGg lriT 5^ 298 
^^f^^CpAGOywsCCTIJSGG^^ 3 00 

SaeACTGCTAGCCGAGTA&^TTGGGOl^^ — ^ 
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II1I4 (B) ] 



(B) 



Hcv-blc,nc 350 ACCTCAAfipiAAAAC<i^bqTj?^CACC&^ 409 

Hcv-j.nc 347 ACC^TpkAWSJUVAAACC;OUVCGT^ 40 6 

R6,nc 361 ACCCCAAAGAAAAACCriAACC^^ 420 

R24.nc 359 ACCTCA*4A^ftA2«A5:CC^^ 418 

si43\iic 359 AcqiJcaw^GAaAwy^ 418 

He j 6. lie 361 TCaAAGAflW^^ 420 

Jfhl.nc 358 j^CilJIjCjy^AAAAftC 417 

Jcmi.nc 358 ACCnjCAAAGftAAAAC^ 417 

JcM.nc 358 fciCCTJCAASGJ^^AAA^^ 417 

Hc38.nc 359 [ACCl^CJ^GAAAAg^^ 418 

BCV-l.nc 419 T^GGjCG^TpiQAfCGTTGG;^ 478 

Mcv-bk,nc 410 C;GC^G|fIJCAGATCGl?TGG;3pGAGTjli^ 469 

Hcv-3.«c 407 CGCTpq|ECA6ATCGTTG(^GAGip7A<^^ 466 

R6.nc 421 TySC^ipGTCAGATCGTTGGpipG 480 

F24.nc 419 CGGCpGqCAGATCGTTGQQSGAGl^^ 478 

S14j,nc 419 C<^p.GCiCAGATCGTTGG^^ 478 

Hcjfi.nc 421 qSGCCAGMC^r^CSgQGGi^^ 450 

Ofhl.nc 418 CjGGOGGpJCAGATCGTTCGCTGGAG^M'Aqi^^ 477 

JcM.nc 418 cjG<k:;GGOpAGATC 477 

Jch3.nc 418 QG^XXSGd^ 477 

Hc78-nc 419 ijGfyjGG MCAGATCGTT G^CPGAGlfltrACriTOC ^ 478 



Hcv-l.nc 479 'GCGCjl^G.^lc^)^^^Aak^ 5OO 

Hcv-bk,nc 470 'GCGCG|CteccgriGG7^a«fcT1^ 500 

HCV-j .nc 467 jGCGCGjCXSAOTM 5OO 

RS.nc 481 jGCGCfefcGACT^ 500 

S24,nc 479 GCGdaJDAGKiivGGAASsAfc 5OO 

S14j.nc 479 jGCGC^K^AjQAAGGAW 500 

Hcj6.nc 481 C^Cgfiiiv^GCS^ 500 

Cr£hl.nc 478 jScGSfihGAeA!^ 500 

Ochl.hc 478 GCCCCra&ACj^^GaV^^ 500 

J^ch3.nc 478 pCGC^QGA^m 500 

NcjS^nc 479 IsCGQSfiGaicg^^ 500 
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imb (A) ] 



(A) 

PH77J6S 

GCGTGTCTCATGCCCGGCCCCGCTGGTTCTGGmTGCCTACTCCTGCTOJCTGCAGGGGTAGGC^^ 

CCTCCTCCCCAACCGATGAAGC.TTr,GGGTAAACACTCCGGCGTCTTAAGCCATTTCCTGnTTTTTTTTT 
TTTTTmTTTTTTTTTOTTTTTTTmOT 

AATGGTGGCTCCATCTTAGCCCTAGTCACGGCTAGCTGTGAAAGGTCCGTGAGCCGCATGACTGCAGAGA 
GTGCTGATACTGGCCTCTCTGCAGATCATGT (gE^J#-§- 1 2 ) 

R6 

GTCCAGCTGGTTCGTGGCTGGTTACAGCGGGGGAGACATATATCACAGCCTGTCTCGTGCCCGACCCCGC 
TGGTOATGnGTGCCTACTCCTACmCAGrAGGGGTAGGCATCTACCTGCTCCCCAAC 
GGAGCTAAACACTCCAGGCCAATAGGCCATTTCmTmTTmTTTTmn^ 
TTTTmTmmTTTTTTTTTTTT^ 

CCATCTTAGCCCTAGTCACGGCTAGCTGTGAAAGGTCCGTGAGCOJCATGACl-GCAGAGAGTGCTGATAC 
TGGCCTCTCTGCAGATCATGT (@BJ!l#-^l 3) 

K24L 

TGGCCGGTGAACACCAAGCTCAAACTCACTCCATOCCGGAAGCGCGCOT^ 

TCACTGTaKJCGCCGGCGGGGGCGACATmTCACAGCGTGCCGCGTGCCCGACCCCGCTTATTACT 

TGGCCTACTCCTACTTrmTAGGGGTAGGCCTTTTCCTACTCCCCGCTCGGTAGAGCGGCAC^^^ 

CTACACTCCATAGCTAACTGTCCCTmTTmffnTrJTnilTl-rTTTIT^ 

TmTTmTmGmcrrmCTTCTCAmCCTTCTTATCTTAATTACITOT^ 

ATCTTAGCCCTAGTCACGGCTAGCTGTGAAAGGTO^GTGAGCCGCATGACTGCAGAGATTGCCGTAACT^ 
GTATCTCTGCAGATCATGT (ga^J#-^l 4) 

CCTGGATTTATCCAGCTGGTTCACTGTCGGCGCCGGCGGGGGCGACATTTATCACACCGTGCCGCGTCCC 
CGACCCXXXriTATTACTCCTTGGOTACTCCTACTTTTTGTAGGGGTAGGCCTmrc^^ 

GGTAGAGCGGCACACArrAGCTACACTCCATAGCTAACTGTCCCTTTTTTrmTnTTTTGTTT(^ 
CCnCTCAmCCnCTTATCTTAATTACTTTCmCCTGGTGGCTCCAraTAGTC^ 
GCTGTGAAAGGTCCGTGAGCXXSCATGACTGCAGAGATTGCCGTAACTGGTATCTCTGCAGATCATGT (i2 
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5 (B) 1 



(B) 
HCJ6CH 

mATCCAGTTGGTTTACCGTCGGCGCCGGCGGGGGCGACATTTATCACAGCGTGTCGCCTGCCCGACCC 

CGCTTAmCTCCTTACCCTACTCCTACmTOiTAGGGGTAGGrcTCnmACTCCCaKrrC^ 

GCGGCACACAmGCTACACTrcATAGCTAACTGTTCCmTTTTTTmim^ 

TrnTiTm-iTrirrrrnTiTiTiTi-nTn'mTTcrTTcm 

TTCXTGGTGGCTCCATCTTAGOXTAGTCACGCXrrAGCTGTGAAAGGTrcGTGAGCXGCATGACTGW^ 
GAGTGCCGTA (iB3aj#-§-a 6) 

JFHl 

GGACTTATCCAGTTGGTTCACmCGGCGCCGGCGGGGGCGACATTmCACAGCGTGTOGCGCGCC^ 
CCrcGCTCAmCTCnTCGGCCTACTCCTACrnTaiTAGGGGTAGGCCTCn^ 
AGAGCGGCACACACTAGGTACACTCCATAGCTAACTGnCCmTmTTTmTTTTTT^ 
TmmnTTTTTCTTTTTTmTmTCCCTCTnCT^ 

GGTGGCTCCATCTTAGCCXrrAGTCACGGCTAGCTGTGAAACGTCCGTGAGCCGCATGACTGCAGAGAGTG 
CCGTAACTCGTCTCTCTGCAGATCATGT (ia?U#-^ 1 7 ) 

JOll 

GGAmGTCCAGnwnTACCGTCGUCGCCGGCGGGGGCGACATTTATCACAGCGTGTCGCGTGCCCGA 

CCCCGCCTAmCTCCTTAGCCTACrCCTACTTTCTGTAGGGGTAGGCCTCTTCCTACTCCCCGCT^^ 

AGAGGGGCACACAmGCTACACTCCATAGCTAACTGnCCrnTTTrmmTTTTmn 

GCTtXATCTTAGCCCTGGTCACGCmGCTGTGAAAGGTCCGTGAGCCGCATGACTGCAGAGAGTGCCGT 
AACTGGTCTCTCTGCAGATCATGT (ia?IJ#-^l 8) 

2bJiB030907 

TAGATmTCCGGGTGGnCACCGTGGGCGCCGGCGGGGGCGACATCTTTCACAGCGTGTCGCATGCCCG 

ACCCCGCCTATTACnXXTrTGCCTACTCCTACTTAGCGTAGGAGTAGGCATCTTmACTCCa^ 

TAGAGCGGCAAACCCTAGCTACACTCCATAGCTAGTmcmTTTmmTTrm 

mTTnnccTcrmTccGTATTTmTTTmccTcrfTrOT^^^ 

ACGGCWGCTGTGAAAGGTCCGTGAGCCGCATGACTGCAGAGAGTGCCGTAACTGGTC^ 

ATGT (mm-^i 9) 
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siRNA J; :& Rz-HepM6 (D^U HCV ='T^ :J' K<^^^ 
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